Introduction Chronic Obstructive Pulmonary Disease (COPD) is a chronic, progressive disease that is not curable. However, there are effective treatments available. In the UK, long-acting bronchodilators are first-line treatments for COPD patients requiring maintenance therapy, and there are several options available. The aim of this study is to establish, from the UK National Health Service (NHS) perspective, the cost-effectiveness profile of indacaterol, the first once-daily long-acting beta 2 -agonist (LABA), compared with tiotropium and salmeterol, in patients with moderate to severe COPD. In assessing the cost-effectiveness of COPD therapies, this study has the advantage of using real world evidence on the resource use associated with COPD management across the spectrum of the disease. Methods A Markov model was developed with four health states following the GOLD classification for severity of airflow limitation. The model time horizon was 3 years, and the cycle length was 3 months. From each state, patients could experience a severe or non-severe exacerbation, move to a different COPD state, remain in the current state or die. Transition probabilities were based on data from the indacaterol clinical trials. The majority of the resource use data was taken from the Optimum Patient Care Research Database (OPCRD), which contains data from over 20,000 COPD patients in England and Scotland. Cost data were taken from UK-based sources and published literature and presented for the cost year 2011. Healthrelated quality of life was the main outcome of interest and utility data for the COPD states were based on data from the indacaterol clinical trials and disutility due to exacerbations were taken from the literature. Both one way and probabilistic sensitivity analyses were performed to test the robustness of the results. Results Indacaterol dominated in the comparison with salmeterol producing an incremental QALY gain of 0.008 and cost savings of £110 per patient over a 3-year time horizon. In the comparison with tiotropium over the same time horizon, indacaterol remained the dominant strategy, producing an incremental QALY gain of 0.008 and cost savings of £248 per patient. The one-way sensitivity analysis indicates that the proportion of patients in each of the COPD stages and the mortality rate associated with Very Severe COPD are the variables with the largest impact on the results. The probabilistic sensitivity analyses showed that over 72 % and 89 % of the iterations when compared with salmeterol and tiotropium, respectively, produced dominant results for indacaterol. Conclusion The analyses demonstrate that indacaterol dominates both tiotropium and salmeterol in the base case and is likely to remain cost-effective under a range of assumptions. Appl Health Econ Health Policy (2013) 11:259-274 DOI 10.1007 Key Points for Decision Makers
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Key Points for Decision Makers
• Indacaterol is the first once-daily long-acting beta 2 agonist (LABA) that has been shown to improve lung-function, COPD symptoms, and health-related quality of life (HRQoL) compared to salmeterol and tiotropium.
• The model showed that indacaterol produced cost savings and incremental health benefits over a range of time frames and is therefore a cost-effective alternative to current standard of care for the maintenance treatment of moderate and severe patients with COPD.
• Uncertainty analysis showed that if decision makers are willing to pay £20,000 per QALY gained, there is over 80 % probability that indacaterol is cost-effective compared to salmeterol and tiotropium.
Introduction
Chronic obstructive pulmonary disease (COPD) is a progressive, chronic lung disease that is characterised by airflow limitation. The primary symptoms of breathlessness, excessive sputum production, chronic cough and poor exercise tolerance, result in chronic morbidity and mortality [1] . Worldwide, by 2020, COPD is projected to rank fifth in burden of disease [1] . In the UK it is estimated that 3 million people have the disease [2] .
In addition to the health impact, COPD also poses a great financial burden. The direct cost of COPD to the UK healthcare system is estimated to be £810-930 million each year and the broader impact on employers and the UK economy is estimated to be £3.8 billion [3] . Although the direct costs of COPD in the UK can be estimated, there is little published evidence of the real life healthcare consumption of patients in the different stages of COPD.
COPD is not curable; however there are several effective treatments available. The National Institute for Health and Clinical Excellence (NICE) have published treatment algorithms for the adequate management of patients with COPD in the UK [2] . The stepwise progression of inhalation therapies recommended by NICE is based on the best available clinical and cost-effectiveness evidence and aims to improve the standard of care for patients with COPD in the UK [2] . NICE guidelines recommend that patients with moderate to severe COPD initiate maintenance therapy with a long-acting bronchodilator if short-acting bronchodilators are not providing sufficient symptom relief. However there are several long-acting bronchodilators available in the UK. Therefore, healthcare decision makers need to understand which of the available therapies is the most cost-effective from the NHS perspective. Indacaterol is a relatively new once-daily long-acting beta 2 -agonist (LABA) that has been shown to improve lung function, COPD symptoms, and health-related quality of life (HRQoL) endpoints compared with existing monotherapy bronchodilators [4] [5] [6] .
The use of real-world evidence on the resource use of patients with COPD is valuable in accurately assessing the cost-effectiveness of COPD treatments. The Optimum Patient Care Research Database (OPCRD) [7] contains anonymised research-quality data from patients attending approximately 300 primary care practices in England and Scotland that subscribe to OPCRD for chronic respiratory review services. These data include longitudinal routine clinical data extracted from practice records of over 20,000 patients with a confirmed diagnosis of COPD.
In this analysis, the effectiveness data from two 6-month clinical trials of indacaterol [4, 5] (indacaterol 150 and 300 lg doses) have been combined with data from the OPCRD [7] on healthcare consumption of COPD patients in the different stages of the disease. The clinical effectiveness and resource use data has been applied within an economic model to estimate the longer term expected costs and outcomes associated with indacaterol's use, compared with tiotropium and salmeterol.
Objective
The aim of this analysis is to use real world evidence of resource use within an economic model to establish the cost-effectiveness profile of indacaterol, the most recent LABA to be launched in the UK, compared with the existing once-daily long-acting muscarinic antagonist (LAMA) tiotropium and the twice-daily LABA salmeterol, in patients with moderate to severe COPD. The analysis took the healthcare payer perspective.
Methods

Model Structure
COPD is a chronic degenerative disease with recurring exacerbations. A Markov model provides a suitable structure to model such a disease. A Markov model comprises discrete health states that describe the status of a patient. Patients stay in one health state for the duration of a model cycle, accumulating the costs and benefits associated with that health state. At the end of a cycle, patients may remain in a state or move to another state, according to defined transition probabilities.
The model was developed as a global model allowing local country adaptations to inform the cost-effectiveness of indacaterol compared with current treatments. A previous publication on the cost-effectiveness of indacaterol in the German setting presents in detail the methodology used to develop the model [8] . This paper presents the specific methods and results for the UK setting.
This analysis used a Markov model constructed in Microsoft Excel 2007 (Microsoft, Redmond, Washington) with four main health states describing the different COPD severities plus a state for death. For each disease severity state, two further health states were created for patients who experienced a severe (requiring hospitalisation) or non-severe exacerbation (requiring medical management in the community), to give a total of 12 health states plus death, as shown in Fig. 1 . Mirror states were created for the 12 health states to describe the disease progression of patients who discontinued therapy.
Model Parameters
Cycle lengths were set to 3 months in order to capture initial lung function improvement. Forced Expiratory Volume in 1 second (FEV 1 ) was the primary endpoint of the indacaterol studies and most clinical studies show that improvement in trough FEV 1 is recorded over the first 8-16 weeks of treatment. Trough FEV 1 versus placebo after 12 weeks of treatment was the primary outcome of the indacaterol studies.
Discounting was set to 3.5 % per annum for both costs and outcomes in line with the NICE guidelines for health technology assessments [9] . The time horizon in an economic evaluation should cover the full period over which the benefits and costs of an intervention are expected to be accumulated [9] . Although a lifetime time horizon is recommended in the UK [9] ; in the base case, the analysis was run over a 3-year period. The rationale for conducting the analysis over a shorter period was that the relevant clinical trials for indacaterol extended to 6 months and although it is reasonable to expect patients to take indacaterol for longer time periods given that COPD is a life-long, progressive illness; extrapolation of 6-month data to very long time periods would lead to unacceptable levels of uncertainty in the analysis. Several published economic evaluations in COPD have also used shorter than lifetime time horizons [10] [11] [12] [13] . A 3-year duration was considered sufficient to capture costs and benefits, given that many patients are likely to step up or discontinue their maintenance therapy after 3 years [14] . The results for a 5-year and lifetime time horizon are also presented.
The model population was based on the patients enrolled in the clinical trials who had moderate to severe COPD (classified by post-bronchodilator FEV 1 between 30 % and 80 % of the normal population), a mean age of 63.6 years, and 67 % were male. The starting distribution in the model reflected the baseline distribution of each trial between health states and is presented in Table 1 .
COPD guidelines recommend post-bronchodilator measurement of FEV 1 for assessment of disease severity [1] , but apart from the screening visit, these were not available from the indacaterol trials. As a consequence, and in line with previous economic analyses [11, 15] convention of using pre-bronchodilator values to define these data and since pre-bronchodilator values were used for all comparators the impact on incremental results was minimal. The cut-off points adopted in the clinical trials to define COPD severity were the same as the Global Initiative for Chronic Obstructive Lung Disease (GOLD) [1] , which compares patient FEV 1 with FEV 1 for the normal population to ascertain percentage of normal lung function.
Analysis
A cohort analysis was conducted with the Markov model, based on a population of 1,000 patients. Expected costs and outcomes were used to estimate a total cost, total life-years gained, total severe and non-severe exacerbations and total quality adjusted life-years (QALYs) gained per patient. Incremental cost-effectiveness ratios were reported as cost per QALY gained.
Both one-way and probabilistic sensitivity analyses (PSA) were conducted to test the assumptions of the model and the overall robustness of the results. Tornado diagrams give an indication of the parameters/assumptions which are particularly important contributors to the model's results. Parameters from clinical trial data were varied within the 95 % CIs and parameters for which data on uncertainty were not available were varied by ± 30 %. For the PSA, costs and resource use were varied according to a gamma distribution, utilities by a beta distribution and rate ratios by a log-normal distribution. These distributions were stochastically sampled for 1,000 iterations and the ICER output was recorded. The results of the PSA are shown on a cost-effectiveness plane, where the incremental costs and incremental QALYs for each iteration of the PSA are plotted. The quadrant in which the ICER falls is informative of the cost-effectiveness of the treatment under evaluation.
A threshold analysis was also conducted to assess the impact of using lower prices for tiotropium on the costeffectiveness results. This is aimed to reflect the situation when branded tiotropium loses exclusivity in the UK.
Clinical Model Inputs
Two key, 6-month trials for indacaterol informed the clinical inputs for the model. The trials were both multicentre, placebo-controlled, randomised studies with active controls [4, 5] [4] . Each trial provided data on the rate of exacerbations and the improvement in lung function (trough FEV 1 at week 12 was the primary endpoint). Detailed patient characteristics for these trials have been previously published [8] .
Data from the trials using indacaterol 150 lg dose is presented as the base case as this is the most commonly recommended dose licensed in the UK. Patients are allowed to increase their dose to the 300 lg dose on medical advice, which has been shown to provide additional clinical benefit for patients with severe COPD and therefore the results of the comparison of indacaterol 300 lg versus tiotropium 18 lg have also been presented. Indacaterol 300 lg was not included in the trial versus salmeterol and therefore there are no efficacy results available to inform this comparison in the model.
FEV 1 Improvement
Transition probabilities used in the model were based on transition matrices constructed from individual patient level data, which tracked the movement of patients over the first 12 weeks across different disease states. This allowed the model to fully capture change in disease states rather than using aggregated average improvement in FEV 1 levels. As discussed above, the primary endpoint of the indacaterol trials was FEV 1 improvement at week 12 which is a commonly used regulatory time frame cut-off for registration clinical studies. The transition matrices describing the movement of patients over the first 12 weeks in the INHANCE and INLIGHT-2 trials are presented in Table 2 . This transition matrix was applied to the first cycle (12 weeks) of the model only, to describe the initial improvement in FEV 1 after starting therapy. After the first cycle, all patients experience a uniform lung function decline over the model duration (Table 3 ).
Exacerbation Rates
The observed exacerbation rates from the placebo control arms of the indacaterol trials were used in the model.
Annual rates in the placebo arm were similar across the trials ranging from 0.60 to 0.74 exacerbations per patient per year and these rates set the overall number of exacerbations that occurred in the model. The definition of an exacerbation in the model was based on resource use and differs from that of the clinical trial; severe exacerbations were those requiring hospitalisation and non-severe were those requiring a change in medication and/or contact with a healthcare provider. The probability that an exacerbation would be severe or non-severe in each of the severity stages was based on the clinical trial data. Exacerbations from the placebo arm of the indacaterol trials were pooled and the most recent pre-bronchodilator FEV 1 value recorded before an exacerbation was used to classify the disease severity status in which the exacerbation took place. The treatment effect on exacerbation reduction was described as rate ratios and based on the respective studies. Annual rates of exacerbations for the active arms were low in the clinical trials (typically around 0.5 per patient for all treatments) since the study was not enriched to recruit an exacerbating population. All rate ratios were applied to the baseline rate of exacerbations, and therefore rate ratios versus placebo were used. Annual exacerbation rates could not be derived for each treatment by disease severity from the trial data due to the small number of observed events in each study (Table 3 ).
Other Clinical Inputs
A differential rate of lung function decline was not demonstrated in these two studies and the rate of lung function decline for COPD patients was therefore derived from the UPLIFT [16] trial, which gave the annual rate of decline in pre-bronchodilator FEV 1 measurements as 30 ml per year with a standard error of 1 ml; the UPLIFT trial is one of the longest COPD trials conducted recently (Table 3) .
Two different mortality rates were utilised in the model in order to fully describe the death rate of a COPD population. The first was a COPD-related mortality and the second was an all-cause mortality rate used to account for deaths from competing causes in the study population. COPD-related mortality was obtained from a published study which gave mortality rates for a COPD patient cohort grouped by disease severity [12] . While this source accounts for all-cause mortality within this cohort, we have made the assumption that all deaths recorded within this study were COPD-related, since separate measures of COPD-attributable death by disease severity (required to separate the types of death) were not available (Table 3 ). All-cause mortality was obtained from UK interim life tables for 2008-10 issued by the Office for National Statistics [17] . In the model, all-cause mortality was not adjusted for COPD-specific deaths due to lack of data. 
Economic Model Inputs
Unit costs were obtained from a combination of UK cost sources and costs from the literature. Table 4 shows the unit costs for all healthcare products and services used in the model. All costs are expressed as Pounds Sterling (£) for the cost year 2011 and have been inflated to 2011 prices using the Hospital and Community Health Services Index [18] where necessary. Resource use from the OPCRD [7] and the literature was validated with a UK clinician with expertise in COPD management. The cost of the different disease states and exacerbations consist of costs accrued in the community and the hospital setting. The cost of community-based care providers were taken from the Personal Social Services Research Unit (PSSRU) [18] and all hospital services including ambulance, admission costs, professional and lab services were taken from the NHS reference costs 2009-2010 [19] .
Drug prices were obtained from the British National Formulary (BNF) [20] . For COPD-specific drugs, the recommended dose and package size was used to calculate the cost per day. For the influenza and pneumococcal vaccine, the unit cost to the Department of Health was used, which includes the cost of the vaccine and the GP administration fee [3] . The OPCRD [7] reports the number of prescriptions for a specific drug class over a 12-month period. Therefore for these drugs (short-acting beta-2 agonists (SABA), short-acting antimuscarinic bronchodilator (SAMA), inhaled corticosteroids (ICS), leukotriene receptor antagonists (LTRA), theophylline, mucolytics and oral corticosteroids), the Prescription Cost Analysis dataset 2011 [21] was used to ascertain the average cost per prescription. The weighted average cost per prescription of the five most common products in each of the drug classes was used.
Home oxygen therapy in the UK is supplied by the Home Oxygen Service which uses specific contractors to supply oxygen in patients' homes [22] . The cost of this service was not readily available and therefore the cost per day of oxygen therapy reported in a published cost-effectiveness analysis [11] has been inflated and converted from local currency and used in the model. NICE clinical guidelines recommend that all very severe COPD patients are assessed for home oxygen [2] . It is reported that approximately 40 % of very severe COPD patients should be on home oxygen, however currently it is believed that only half of those who require home oxygen receive it [3] . In the base case, it is assumed that all patients who require home oxygen receive it (i.e. 40 % of very severe COPD patients [3] and 5 % of severe COPD patients).
There was limited evidence on the cost of delivering pulmonary rehabilitation to COPD patients in the UK. The cost estimate used in the model was taken from a report by the Department of Health on the development of a national strategy for COPD services [3] .
This analysis used real-life resource use from the OP-CRD [7] . Of the over 28,000 COPD subjects in the database, 20,001 patients had a confirmed diagnosis with an FEV 1 /Forced Vital Capacity (FVC) ratio \ 0.7. Using the 20,001 subjects, the average use of concomitant medications (SABA, SAMA, ICS, LTRA, theophylline, mucolytics and oral corticosteroids), pulmonary rehabilitation and GP consultations related to COPD were calculated for each of the COPD GOLD stages. Resource use data not available in the OPCRD [7] (respiratory specialist visits, and spirometry) were taken from the literature [11] . Table 5 shows the resource utilization rates for the health states that were applied in the model.
Resource use associated with exacerbations was unavailable from the OPCRD [7] and therefore are based on assumptions that have been validated by a clinician. For a non-severe exacerbation, it was assumed that all patients visited the GP once, and 50 % took antibiotics and oral corticosteroids for 7 days and 50 % took these therapies for 14 days (an average of 10.5 days for all patients). For severe exacerbations it was assumed that 70 % of patients arrived at hospital in an ambulance before they were admitted. In addition it was assumed that patients took antibiotics and oral corticosteroids for 10.5 days (Table 6 ).
Utility Inputs
European Quality of Life -five dimensions (EQ-5D) is a standardised questionnaire used to measure HRQoL and allows the calculation of a utility value for a specific health state [23] . EQ-5D data were collected in the three indacaterol phase III clinical trials at the start of the studies, at week 12 (primary endpoint) and at week 26 (end of the studies) [24] . In the indacaterol trials, whenever an EQ-5D questionnaire was completed at a time for which a prebronchodilator FEV 1 value was available, the EQ-5D score was labelled as describing the corresponding disease [20] severity health state. Over 11,000 EQ-5D questionnaires were pooled and analysed to describe the HRQoL for the COPD disease severity health states. Although the EQ-5D data were collected from subjects across 21 different countries, the UK National Health Survey preference weights was used to value the utility score [24, 25] . No utility data were available from the trials to describe an exacerbation and therefore values from a published study which measured the disutility associated with an exacerbation was used [26] . This study recruited participants from the general population in the Netherlands and aimed to include subjects who represented the Dutch population in terms of age, sex and education level [26] . Participants were asked to value several COPD health profiles using both the visual analogue scale and the time trade-off method [26] . The utility decrements for COPD exacerbations reported using the time trade-off methodology was used in the model (Table 7) .
Results
Cost-Utility Analysis
The deterministic cost-effectiveness results for the comparison of indacaterol 150 lg daily to tiotropium 18 lg daily and salmeterol 50 lg twice daily over a 3-year time horizon are summarized in Table 8 . In comparison with salmeterol and tiotropium, indacaterol results in a perpatient cost savings of approximately £110 and £248 COPD chronic obstructive pulmonary disease, GP general practitioner, HPA health protection agency, ICS inhaled corticosteroids, LTRA leukotriene receptor antagonist, OPCRD optimum patient care research database, SA sensitivity analyses, SABA short acting beta-2 agonists, SAMA short acting antimuscarinic bronchodilator respectively and produces improved outcomes. This results in indacaterol being in a position of dominance against both comparators.
The INHANCE trial included a comparison of indacaterol 300 lg daily against tiotropium 18 lg daily. This comparison also results in lower costs and improved benefits for the indacaterol treatment group, also resulting in a position of dominance (Table 8 ). The cost-utility results for the 5-year and lifetime time horizons are presented in Table 9 .
Other Health Outcomes
In addition to HRQoL, the model also estimated the amount of exacerbations and mortality over the time horizon. Over the 3-year time horizon, approximately 10 % of patients receiving indacaterol had died compared with 10.8 % of patients receiving salmeterol and 10.4 % receiving tiotropium. Over the same time frame, indacaterol patients experienced 1.21 non-severe exacerbations and 0.09 severe exacerbations. In comparison, the salmeterol and tiotropium patients experienced 1.14 and 1.30 non-severe exacerbations respectively and 0.09 severe exacerbations.
Sensitivity Analyses
The results of one-way sensitivity analyses for indacaterol versus salmeterol and tiotropium are summarised in a Figs. 2 and 3 respectively. In both comparisons with salmeterol and tiotropium, indacaterol was dominant, and therefore a tornado diagram will show negative ICERs which are not interpretable. However oneway analyses were conducted in both cases and plotted on a tornado diagram to ascertain the parameters with the most significant impact on the results. In both comparisons, the variable producing the highest ICER was the proportion of the cohort in the different stages of the disease. The base-case model cohort consisted of the proportion of subjects in the different stages of COPD as observed in the clinical trial. When it was assumed that all subjects started in the Moderate COPD stage, the ICER was approximately £72,894 and £3,537 per QALY in the comparison against salmeterol and tiotropium respectively. The lung function benefit in the model has the impact of indirectly slowing down the progression of disease, and the cost savings in the model are as a result of slowing the progression of patients to the Severe and Very Severe COPD stages. However, when all subjects start with Moderate COPD and the model is run for a 3-year time horizon, there is insufficient time to realise the full benefits of slowing the progression of the disease to the more severe COPD states.
The other variable that had a notable impact on the results for both comparisons was the mortality rate associated with the Very Severe COPD health state. Slowing the progression to more severe COPD states also has the benefit of keeping subjects in health states with lower mortality rates. Mortality rates for all disease severity states were tested; however, indacaterol remained the dominant treatment.
The PSA shows that over 72 % of iterations in the salmeterol comparison and over 89 % of iterations in the tiotropium comparison appear in the south east quadrant of the cost-effectiveness plane, indicating that indacaterol was dominant in the majority of PSA iterations in both comparisons (Fig. 4) . A cost-effectiveness acceptability curve (CEAC) (Fig. 5) shows the probability that an intervention is cost-effective at different thresholds for the willingness to pay for a QALY gained. At a willingness-to-pay threshold of £20,000 per QALY gain, the probability that indacaterol is cost-effective is approximately 82 % and 84 % for the comparisons with salmeterol and tiotropium respectively. The CEAC curve plateaus at approximately 89 % for both comparisons. This is due to the small percentage of PSA iterations that resulted in inferior or dominated results (values in the northwest and southwest quadrants in Fig. 4) .
The threshold analysis consisted of running the analysis for various percentage reductions on the price of tiotropium In over 43 % of the PSA iterations, indacaterol was the dominant strategy (data not shown) and at a willingness-to- pay threshold of £20,000 per QALY gain, there was over 76 % probability that indacaterol is cost-effective (data not shown).
Model Validation
The model results were compared with other studies and reviewed by an external health economist to validate its structure. Comparisons of life expectancy with several epidemiology sources for COPD patients [27, 28] as well as statistics from the US Center of Disease Control and Prevention (CDC) showed that mortality rates in the model were similar. Model inputs and outputs were also compared with existing economic evaluations [12, 29] and found to be comparable.
Discussion
Clinical trials have shown that compared with both salmeterol and tiotropium, indacaterol results in greater lung volume improvements after 12 weeks of treatment [4, 5] . This clinical benefit allowed patients within the model to improve their disease severity classification in the first model cycle. This results in a larger proportion of patients in the indacaterol treatment arm initially improving to a milder disease state and therefore enjoying a better quality of life, lower costs and a slower progression to more severe states compared with those that don't benefit from the initial change to a milder disease state. This benefit was the key driver to producing ICERs which were dominant against both comparators. The INHANCE trial included a comparison of indacaterol 300 lg daily against tiotropium 18 lg daily. The increased dosage of indacaterol has been shown to produce increased benefits, and can be prescribed for patients with severe COPD. In addition to the increased benefits, in the UK indacaterol 300 lg daily has the same price as indacaterol 150 lg daily, resulting in the increased dose also being dominant against tiotropium.
The indacaterol studies did not recruit patients on the basis of exacerbations and therefore there was a low rate of exacerbations across these trials. The trials showed a similar positive trend between all active treatments in comparison with placebo in preventing exacerbations however, the rate ratios from the trial which directly compared indacaterol with other bronchodilators all contain 1.0 in the confidence interval, thus making the results statistically non-significant. The model output for exacerbations resulted in patients in the tiotropium treatment arm having slightly more, and patients in the salmeterol arm having slightly fewer exacerbations than those in the indacaterol treatment group.
The one-way sensitivity analyses highlighted the importance of the input values for mortality rates on the results. Although no mortality benefit was assumed with any treatment, the differential mortality rates by disease severity combined with the improvement in lung function, which indirectly slowed progression to more severe COPD states which have higher mortality rates, also bestowed an indirect mortality benefit.
The composition of the model population also had a significant impact on the results. When it was assumed that the model consisted of only moderate COPD patients, the ICER increased. As a result of having a 100 % moderate starting population, fewer subjects improve to a less severe disease state compared with patients starting in the severe disease state.
Another determinant of cost-effectiveness was the time horizon of the model. Extending the time horizon from 3 years to longer timeframes reduces the ICER. This is because the model assumed that the FEV 1 benefit incurred at the beginning of treatment will not be lost over the course of the lifetime, that is, the slope of lines describing lung function decline will remain parallel between treatment groups until death. Other studies have shown that the initial FEV 1 improvement can last up to 3 years [30] however the maintenance of benefit has not been demonstrated in longer term studies. This assumption resulted in indacaterol patients remaining in milder disease states for longer and benefiting from the indirect mortality benefit over an extended timeframe.
It is expected that when branded tiotropium loses exclusivity in the UK, the cost of tiotropium will reduce, however the extent of the price reduction is unknown. The threshold analysis showed that if the cost of tiotropium was discounted by up to 41 % after 1 year of the model time horizon, indacaterol would remain the dominant strategy.
The majority of the resource utilisation data for the different health states in the model were taken from real world evidence of resource consumption by COPD patients in the UK. The use of the OPCRD [7] ensures the model reflects current clinical practice without which the results would be based on assumptions and estimations.
These results indicate that all doses of indacaterol can produce better outcomes at a lower cost to the healthcare system compared with current treatments. Although there was no clinical data to support a comparison of indacaterol 300 lg with salmeterol, given that the daily cost of both indacaterol formulations are the same; the cost-effectiveness results are likely to be similar or better than the comparison with indacaterol 150 lg. In the context of currently available treatments for the maintenance therapy of COPD, indacaterol provided a cost-effective alternative to the current standard of care.
Limitations
Limitations can arise from the model structure, model assumptions and data inputs. A limitation of Markov models is that it is not possible to record the history of a patient and therefore it cannot keep track of patients who discontinue treatment. Those who discontinue no longer benefit from the improvement in lung function from the active therapy. The trial data showed that discontinuation rates were similar among all three interventions, justifying the assumption in the model of equal discontinuation rates for all active treatments.
The key model assumption that lung function improvement changes COPD disease severity and therefore results in an implicit mortality benefit is a limitation of the model, as the clinical trials do not demonstrate this as an endpoint. However previous COPD models have set precedence for modelling lung function improvement in this way [11, 12, 29] . In addition, there is little evidence illustrating the relationship between change in lung function and change in health status [1] . In this model, improved lung function is assumed to lead to a change in health status as a result of a change in COPD disease severity.
Model inputs were taken from several sources including clinical trials, published and grey literature, and a clinical practice database. The incorporation of several sources results in the use of data derived from different and possibly inconsistent methodologies. However the impact on the ICER results were minimised by using a consistent source for the equivalent model input across all treatments arms.
There were some limitations with the use of the OPCRD database [7] . The OPCRD only captures medical data recorded in GP practices. Therefore any resource use prescribed by specialists was incompletely recorded. Since the more severe COPD patients are more likely to be treated by a specialist, the cost of managing the more severe health states may be underestimated.
As with most RCTs, patients with unstable co-morbidities were excluded from the study. Therefore the generalisability of these results is limited to the patient population of the indacaterol clinical trials. There is some evidence that patients with COPD also suffer from several co-morbidities and patients with more severe COPD may also have more numerous and severe co-morbid conditions [1, 31] . Although this is not reflective of real world evidence, the inclusion/exclusion criteria applied equally to all treatment arms and therefore should not bias the ICER. However a greater understanding of the impact of comorbidities in the COPD population may lead to a more accurate estimate.
The clinical data used in this model were derived from trials of 6-month duration and therefore a limitation of the analysis is the uncertainty introduced in extrapolating these data to the 3-year base-case period and the longer time horizons assessed. Real world evidence or analyses based on trials with a longer duration are recommended to validate the model's longer-term projections in the future.
Clinical studies of 6-month durations may also not sufficiently capture seasonal variation with regard to exacerbation rates and therefore a model based on these may not be generalisable to real-world exacerbation rates. However recruitment in the studies was spread out such that the total observation period spanned more than 6 months and was conducted in both the northern and southern hemispheres.
These studies also had a very low overall rate of exacerbations observed and are not the ideal data source for exacerbations, but are the best data to describe the exacerbation benefits of indacaterol currently available. More clinical trial data addressing the exacerbation benefit is expected to be reported later in 2013. To test the uncertainty of the clinical evidence, these parameters are included in the one-way and probabilistic sensitivity analyses. Given the very low and very similar rates of exacerbation between the comparators, disabling the exacerbation parameters had very little impact on the results.
Conclusion
The current cost-utility analysis combined real-world evidence with clinical trial data to compare indacaterol with tiotropium and salmeterol for use as maintenance treatment for COPD in the UK. The analysis demonstrated that indacaterol dominates in both comparisons and is likely to remain cost-effective under a range of assumptions. The comparison of indacaterol 300 lg with tiotropium shows that the higher-dose form is still well positioned to demonstrate cost-effectiveness. As a potential first-line maintenance treatment for moderate and severe COPD patients, indacaterol is a cost-effective alternative to current standard of care.
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